AMENDMENTS TO THE CLAIMS; ^ ^ ^ 

This listing of claims will replace all prior versions, and listings, of claims in the 



application: 



LISTING OF CLAIMS ; 

1 . (Original) An isolated, synthetic or recombinant x-conotoxin peptide having the ability to 
inhibit neuronal amine transporter comprising the following sequence of amino acids: 

X * 

CysCysGlyTyrLysLeuCysXaa5Xaa6Cys SEQ ED NO. 3 

where XaaS and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or a sequence in which Gly, Tyr, Lys or Leu are subject to conservative amino acid substitution 
or side chain modification; with the proviso that the peptide is not x*MrIA, x-MrEB, Mar2, 
CMrVIA, Bnl.5, Mrl.3 or Aul.4; 

or a salt, ester, amide, prodrug or cyclised derivative thereof. 



2. (Currently amended) An isolat e d, oynthotio or recombinant The x-conotoxin peptide 
according to claim 1 having tho ability to inhibit n e uronal amino trnnnportor comprising the 
following sequence of amino acids: 
f ' Xaal Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ED NO. 4 

XV 




where 



* * Xaal is selected from Trp, DTrp, Tyr, Phe, hPhe, Ala, MeY, Arg, Ben, Nap, Om, pGlu, 

. ift* DpGlu and a deletion; 

v * " ** Xaa2 is selected from Arg, Ala, Asn, Lys, Phe, BHK, Om, Lys, DArg, Nle, DLys, 

DMK, DAsn, Thr, ABZ, Nap, Cit, Val, Tyr, Tip, pGlu, DpGlu or a deletion; 

W^' L j i C[f 
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Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle, Ser or Phe; 

Xaa4 is selected from Val, Leu, Nle, He, Thr, Ala, Asn, Trp, Phe and Abu, and 

Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys; 

or a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 

conservative amino acid substitution or side chain modification; 

with th e proviso that th e peptide io not x MrIA, % MrIB, Mqt2, Mrl.3 or Aul.4; 

and or a salt, ester, amide, prodrug or cyclised derivative thereof. 

3. (Currently amended) An isolated, gynthotio or recombinant The y-conotoxin peptide 
according to claim 2 h aving the ability to inhibit neuronal amino transporter comprising the 
following sequence of amino acids: 

Xaal Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 4 
where Xaal is selected from Tip, Tyr, Phe, hPhe, Ala, MeY, Arg, Ben and Nap, 

Xaa2 is selected from Arg, Asn, Lys, BHK, Orn, Lys, DArg, Nle, DLys, DMK, 

DAsn, Thr, ABZ, Nap, Cit and Val, 

Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle and Ser, 

Xaa4 is selected from Val, Leu, Nle, He, Thr, Ala and Abu, and 

Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino acid substitution or side chain modification, 
or a salt, ester, amide, prodrug or cyclised derivative thereof. 
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4. (Currently amended) An isolated, synth e tic or r e combinant The y-cono toxin peptide 
according to claim 3 h avinp th e ability to inhibit neuronal amino- transport or consisting of the 
following sequence of amino acids: 

Xaal Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 4 
where Xaal is selected from Trp, Tyr, Phe, hPhe, Ala, MeY, Arg, Ben and Nap, 

Xaa2 is selected from Arg, Asn, Lys, BHK, Orn, Lys, DArg, Nle, DLys, DMK, 

DAsn, Thr, ABZ, Nap, Cit and Val, 

Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle and Ser, 

Xaa4 is selected from Val, Leu, Nle, He, Thr, Ala and Abu, and 

XaaS and Xaa6 are independently absent or represent any amino acid residue except Cys, 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino acid substitution or side chain modification or a salt, ester, amide or prodrug 
thereof. 

5. (Currently amended) An isolat e d, ovnth e tio or r e combinant The %-conotoxin peptide 
according to claim 1 comprising the following sequence of amino acids: 



. \, ) Xaal Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 5 

^ \ ' ^ ^ where Xaal is an N-terminal residue and is selected from ^>Glu^ DpGlu, Pro, Hyp or an N- 
Jit/P** lo tk ^ acetylated amino acid residue; 

Xaa2 is selected from Arg, Asn, Lys, BHK, Om, Lys, DArg, Nle, DLys, DMK, 

DAsn, Thr, ABZ, Nap, Cit, Val and afdeletion,) 



Xaa3 is selected from ^Hy^ Asp, Lys, Arg, Ala, Nle and Ser, 
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Xaa4 is selected froniVjy, Leu, Nle, lie, Thr, Ala and Abu, and 

XaaS and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino substitution or sidechain modification, or a salt, ester, amide or prodrug 
thereof. 

6. (Currently amended) An - isolated, svnthotio or r e combinant The v-conotoxin peptide 
according to claim 5 consisting of the following sequence of amino acids; 

Xaal Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys XaaS Xaa6 Cys SEQ ID NO. 5 
where Xaal is an N-terminal residue and is selected from pGlu, Pro, Hyp or an N-acetylated 
amino acid residue; 

Xaa2 is selected from Arg, Asn, Lys, BHK, Om, Lys, DArg, Nle, DLys, DMK, 

DAsn, Thr, ABZ, Nap, Cit, pGlu, Val and a deletion, 

Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle and Ser, 

Xaa4 is selected from Val, Leu, Nle, He, Thr, Ala and Abu, and 

XaaS and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino and substitution or said chain modification, or a salt or prodrug thereof. 

7. (Currently amended) An isolated, oynthotio or rooombinant The x-conotoxin peptide 
according to claim 2 h aving th e ability to inhibit neuronal amin e transporter comprising the 
following sequence of amino acids: 

Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys XaaS Xaa6 Cys SEQ ID NO. 6 
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where Xaa2 is BHK, Orn, Arg, DArg or DMK; 

Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle and Ser, 
Xaa4 is selected from Val, Leu, Nle, De, Thr, Ala and Abu, and 

Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino acid or side chain modification, or a salt, ester, amide, prodrug or cyclised 
derivative thereof. 

8. (Currently amended) An isolat e d, svnth e tio or recombinant The v-conotoxin peptide 
according to claim 7 h aving tho ability to inhibit neuronal amin e tran s p eftarconsisting of the 
following sequence of amino acids: 

Xaa2 Xaa3 Xaa4 Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 6 

where Xaa2 is BHK, Orn, Arg, DArg or DMK; 

Xaa3 is selected from Gly, Asp, Lys, Arg, Ala, Nle and Ser; 

Xaa4 is selected from Val, Leu, Nle, He, Thr, Ala and Abu; and 

Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys; 
or such a sequence where one or more of the loop 1 residues Gly, Tyr, Lys and Leu are subject to 
conservative amino acid or side chain modification, or a salt, ester, amide, prodrug or cyclised 
derivative thereof. 

9. (Currently amended) The peptide of any one of claims 2 to 4 according to claim 2 w herein 
Xaal is Trp, Tyr or hPhe. 
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10. (Currently amended) The peptide e faccording to claim 9 wherein Xaal is Trp. 

11. (Currently amended) The peptide of any on e of dams 2 to 4. 9 or 10 according to claim 2 
wherein Xaa2 is Arg, Lys or Asn. 

J 12. (Currently amended) The peptide e faccording to claim 5 qf-6 wherein Xaal is pGlu or 
DpGlu. 

( 13. (Currently amended) The peptide of any on e of claims 5. 6 or 12 according to claim 5 
. wherein Xaa2 is a deletion. 

^14. (Currently amended) The peptide e faccording to claim 5 e*4 wherein Xaa2 is BHK or Om, 

15. (Currently amended) The peptide of any one of oloimo 2 to M according to claim 2 w herein 
Xaa3 is Gly or Asp. 

16. (Currently amended) The peptide e faccording to claim 15 wherein Xaa3 is Gly. 

17. (Currently amended) The peptide of any one of olaimo 2 to ^a ccording to claim 2 w herein 
Xaa4 is Leu, Nle or Val. 
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18. (Currently amended) The peptide of any on e of claims 2 4e4 ?according to claim 2 wherein 
Xaa5 is selected from the group consisting of His. Arg, Trp, Nal, Glu and a deletion. 



19. (Currently amended) The peptide e faccordine to claim 1 8 wherein Xaa5 is Arg or His. 

20. (Currently amended) The peptide of any ono of olaimfr S4e4 9according to claim 2 wherein 
Xaa6 is selected from the group consisting of Hvp. Pro, Ala, Tic, Pip, MeY, DMD, Phe, THZ, 
Glu, Nle, Tyr arid a deletion. 

21 . (Currently amended) The peptide e faccording to claim 20 wherein Xaa6 is Hyp or Pro. 

22. (Currently amended) The peptide of any on e of olaims 1 to 21 according to claim 1 wherein 
the Tyr of loop 1 has been replaced with MeY and/or the Leu of loop 1 is replaced with Hie or 



23J (Currently amended) The peptide of any on e of oleums 1 to ^ according to claim 5 wherein 
the Tvr of loop 1 has been replaced with MeY and/or the Leu of loop 1 is replaced with Hie or 
Nle. 



Nle. 




24. (Currently amended) The peptide of any ono of oleums 1 to 23 according to claim 1 having 



from 1 1 to 20 amino acids. 



9 



H:\work\536\16096P\AMEND\l6O96.pal.doc 



25. (Original) An isolated, synthetic or recombinant x-conotoxin peptide as set forth in Table 2. 




26. (Original) An isolated, synthetic or recombinant peptide as set forth in Table 3, excluding 
SEQ ID NO.l and 7. ^ U I* 5 



27. (Currently amended) The peptide of any one of olaima 1 to 26 according to claim 1 with the 
ability to selectively inhibit neuronal noradrenaline transporter, and has negligible or no 
substantial anticholinergic effect. 

28. (Original) A composition comprising an isolated, synthetic or recombinant x-conotoxin 
peptide having the ability to inhibit neuronal noradrenaline transporter, wherein said x-conotoxin 
peptide comprises the following sequence of amino acids: 

Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 3 

where Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys, 
or such a sequence in which loop 1 residues Gly, Tyr, Lys or Leu are subject to conservative 
amino acid substitution or side chain modification, with the proviso that the peptide is not x- 
MrlA or x-MrIB; or a salt, ester, amide, prodrug or cyclised derivative thereof, 
and a pharmaceutical^ acceptable carrier or diluent. 

29-30. (Cancelled) 
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31. (Original) Use of an isolated, synthetic or recombinant x-conotoxin peptide having the 
^ ability to inhibit neuronal noradrenaline transporter, wherein said x-conotoxin peptide comprises 

the following sequence of amino acids: 

Cys Cys Gly Tyr Lys Leu Cys Xaa5 Xaa6 Cys SEQ ID NO. 3 

where XaaS and Xaa6 are independently absent or represent any amino acid residue except Cys, 
or such a sequence in which loop 1 residues Gly, Tyr, Lys or Leu are subject to conservative 
amino acid substitution or side chain modification, with the proviso that the peptide is not x- 
MrlA or x-MrDB; or a salt, ester, amide, prodrug or cyclised derivative thereof, in the 
manufacture of a medicament for the treatment or prophylaxis of urinary or cardiovascular 
conditions or diseases, or mood disorders, or for the treatment or control of pain or inflammation. 

32. (Cancelled) 



33. (Currently amended) Use of the peptid e s of any one of oleums 1 to 27 peptide according to 
claim 1 or compositions of any one of olaima 2 8 to 30 as inhibitors as an inhibitor o f neuronal 
noradrenaline transporter, or in the treatment or prophylaxis of diseases or conditions in relation 
to which the inhibition of neuronal noradrenaline transporter is associated with effective 
treatment. 



34. (Currently amended) The use m defined in according to claim 33 in the treatment or 
prophylaxis of urinary or cardiovascular conditions or diseases or mood disorders or for the 
treatment or control of pain or inflammation. 
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35. (Original) A method for the treatment or prophylaxis of urinary or cardiovascular conditions 
or diseases or mood disorders or for the treatment or control of pain or inflammation including 
the step of administering to a mammal an effective amount of an isolated, synthetic or 
^ \ recombinant x-conotoxin peptide having the ability to inhibit neuronal noradrenaline transporter, 



wherein said x-conotoxin peptide comprises the following sequence of amino acids: 



V 8 A s * Cys Cys Gly Tyr Lys Uu Cys ***** Xaa6 Cys SEQID NO. 3 

> where Xaa5 and Xaa6 are independently absent or represent any amino acid residue except Cys, 

or such a sequence in which Gly, Tyr, Lys or Leu are subject to conservative amino acid 

substitution or side chain modification, with the proviso that the peptide is not x-MrIA or x- 

) 

MrlB; or a salt, ester, amide, prodrug or cyclised derivative thereof. 

36. (Cancelled) 

37. (Currently amended) The method e faccording to claim 35 wherein the peptide is 
administered substantially simultaneously or sequentially with other active agents useful in the 
treatment of the conditions, diseases or disorders. 



^ 38. (New) The peptide according to claim 6, wherein Xaal is pGlu or DpGlu. 

39. (New) The peptide according to claim 5, wherein Xaa3 is Gly or Asp. 
\J 40. (New) The peptide according to claim 39, wherein Xaa3 is Gly. 
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^ 41. (New) The peptide according to claim 5, wherein Xaa4 



H 42. (New) The peptide according to claim 7, wherein Xaa4 is Leu» Nle or Val. 

-j JX 43. (New) The peptide according to claim 5, wherein Xaa5 is selected from His, Arg, Tip, Nal, 

*• 

Glu and a deletion. 

44. (New) The peptide according to claim 7, wherein Xaa5 is selected from His, Arg, Tip, Nal, 
Glu and a deletion. 

1 45. (New) The peptide according to claim 5, wherein XaaS is Arg or His. 

7~ 46. (New) The peptide according to claim 7, wherein XaaS is Arg or His. 

Q 47. (New) The peptide according to claim 5, wherein Xaa6 is selected from Hyp, Pro, Ala, Tic, 

Pip, MeY, DMD, Phe, THZ, Glu, Nle, Tyr and a deletion. 

ZL 48. (New) The peptide according to claim 7, wherein Xaa6 is selected from Hyp, Pro, Ala, Tic, 
Pip, MeY, DMD, Phd, THZ, Glu, Nle, Tyr and a deletion. 

' H49. (New) The peptide according to claim 47, wherein Xaa6 is Hyp or Pro. 

-J~ 50. (New) The peptide according to claim 48, wherein Xaa6 is Hyp or Pro. 
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51. (New) The peptide according to claim 2, wherein the Tyr of loop 1 has been replaced with 
MeY and/or the Leu of loop 1 is replaced with Hie or Nle. 

52. (New) The peptide according to claim 7, wherein the Tyr of loop 1 has been replaced with 
MeY and/or the Leu of loop 1 is replaced with Hie or Nle. 
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